The entire human research infrastructure is under intense and increasing financial pressure. These pressures may have been responsible for several errors in judgment by those responsible for managing human research and protecting human subjects. The result of these errors has been some terrible accidents, some of which have cost the lives of human research volunteers. This, in turn, is producing both increased liability risk for those who manage the various aspects of human research and increasing scrutiny as to the capability of the human research protection structure as currently constituted. It is the author's contention that the current structure is fully capable of offering sufficient protection for participants in human research-if Institutional Review Board (IRB) staff and members are given sufficient resources and perform their tasks with sufficient responsibility. The status quo alternative is that IRBs and their members will find themselves at great risk of becoming defendants in lawsuits seeking compensation for damages resulting from human experimentation gone awry.
INTRODUCTION
The market pressure in the healthcare industry is tremendous. Trillions of dollars are available and millions of lives are at risk every year. The healthcare industry, currently a $1.3 trillion industry, is predicted to grow from its current 13% of GNP to 16% by the year 2010. 1 The pressure on industry components to get into this marketplace is exceptional, whether you are speaking about physician practices, hospital systems, or pharmaceutical companies. All have various hurdles to overcome in their efforts to win a piece of this market. In general, those facing the pharmaceutical system are no more difficult than those facing other components. However, it is the fact that the pharmaceutical system must use humans as guinea pigs in accumulating the information necessary to place its new products into the market, or reposition existing products, which puts a special slant on the pharmaceutical industry's product development efforts.
The primary institutional structure that has been placed between the pharmaceutical industry and those very human guinea pigs is the Institutional Review Board (IRB). It is the IRB that is hit with the pressure from both sides. It is hit with the pressure from the industry to get these products to market as soon as is possible with as advantageous as possible of research data. It is hit with the pressure from society to take the time and effort needed to adequately protect the research participants from unrecognized or unreasonable harm. It is at this point of conflict that IRB members will either raise themselves up to meet the challenge or, if they do not, the IRB system will be properly swept away.
There are few other settings in American industry in which volunteers are so necessary for product development. They are, of course, required to participate in pharmaceutical product and medical device development and that participation can expose the participant to the risk of harm or even death. The reason for this participation is the emphasis we have placed on obtaining evidence as to the safety and efficacy of the drug prior to its general use. It is particularly ironic, given tremendous emphasis on proof of safety by the medical regulation bureaucracy, that in several well publicized research deaths, it has been evident that the devices in place help insure the safety of the participant have been ignored.
It is not that the idealized version of the safety techniques was shown to be inadequate, but that portions of it were simply countermanded or blatantly ignored. The deaths of Jessie Gelsinger and Ellen Roche did not point up any inadequacies codified within the federal rules, but instead demonstrated what happens when the rules were not followed and the people whose job it was to maximize the protection of Jesse and Ellen did not do their jobs. Why did they not do their jobs? Undoubtedly because of the pressure that was put on them for the research to go forward.
While these cases may demonstrate the need for IRBs to scrupulously know and have the courage to fully, regularly and completely apply the federal rules to the research that it reviews, they have also opened the door for the plaintiff's attorney to enter the human research arena. We have seen a number of lawsuits, with some settlements, based on perceived or real harm to research subjects. These lawsuits have been aimed at investigators, manufacturers, research and educational institutions, IRBs and individual members of IRBs. 2 With the addition to the pressures already present in the research industry of the growth in genetic technology as a component of the healthcare market with all the concerns and unknowns inherent in genetic research and therapy, the liability risks facing IRBs will only grow. There is no doubt that the plaintiff's bar knows about human research, its risks, and they know the federal rules.
IRB LIABILITY FOR NEGLIGENCE
In order to understand the liability risks faced by IRBs, one must understand the basics of a lawsuit based in negligence and where the legal duties involved come from.
The basis of a duty
The basic components of a lawsuit for negligence requires that a duty exist, that the person who is to meet that duty fails to do so, and that someone suffers a harm as the direct and foreseeable result of that failure. The first question is whether there is a duty, in a legal sense, which IRBs must meet. A duty is not the same as a responsibility. For example, we may feel that as human beings we have a responsibility to offer assistance when we find someone in danger. However beneficial that sense of responsibility may be, there is, for most of us, no legal duty to rescue someone in danger. Although IRBs have responsibilities under the federal rules and elsewhere, there may not be a legal duty that IRBs must meet. It should be recognized that this is different than for the investigator. The direct relationship between the investigator and the participant allows for a variety of legal duties to be used as the basis for a lawsuit. 3 The definition of a duty is an obligation, to which law will give recognition and effect, to conform to a particular standard of behavior or conduct towards another. We are probably all familiar with the duty of physicians to practice to the level of the standard of practice for physicians generally. A failure to practice at that level, if that failure results in harm to a patient, is the basis for a medical malpractice claim. Finding that type of requirement for IRBs in the structure of human research protection is something that the courts are beginning to do. However, there is a substantial difference in their ability to do so depending on whether the matter is in state or federal court.
State Courts
In Grimes v. Kennedy Krieger Institute, Inc., 4 a Maryland state court, although it has been criticized for doing so, honored the Nuremberg Code as "the most complete and authoritative statement of the law of informed consent to human experimentation". 5 (emphasis added) The court then goes on to cite several authors to support what appears to be its general premise, that the Nuremberg Code should be incorporated into American common law jurisprudence to establish a clear set of duties as to the protection offered the subjects of human experimentation. It even offers various reasons, again citing other authors, as to why it was not so incorporated, clearly suggesting that these reasons are not valid. This is a critical step, for if other courts accept this reasoning and begin to cite the Nuremberg Code as being incorporated into American common law; this acceptance will create a legal duty for investigators and IRBs to meet the terms of the Code. The establishment of the Code, or the Helsinki accord, or another such declaration as the standard by which IRBs and investigators are going to be measured in their application of the federal or institutional rules can have substantial impact on the risk faced by IRBs for their action.
The court did find that the same duty could arise from the federal regulations themselves, but was not satisfied to find that alone and, instead, went further to find the duty in the broader language of the Code. One likely reason it did so was federalism. A tort action, such as the one heard in Kennedy Krieger is typically heard under state law. There is a conflict of laws in finding that federal law or regulation can establish a duty under state law. That would require forcing one sovereign, a state, to accept the dictates of a second, the federal government. To avoid this, the court, a Maryland state court, had to find something specific in state law, which it could not in the case of Maryland law, so it had to turn to some overarching statement such as the Code. The weakness, and something the court itself noted, is that in reality the Code has no legal standing in the United States. It has never been ratified as an international treaty or otherwise codified in this country. So, to say the least, the court is on soft ground in its determination.
Federal Courts
As a result of this difficulty, several cases have been brought in federal court, arguing various legal theories. Some have examined the role of the Nuremberg Code and have come to the opposite conclusion as the Kennedy Krieger court. In Heinrich v. Sweet, 6 the court examined the use of the Nuremberg Code in both the In re Cincinnati Radiation Litigation and a U.S. Supreme Court case entitled U.S. v. Stanley. Both were concerned with military research misconduct. Neither court cited the Code as a basis for a cause of action, but only discussed it in its historical context and, at best, that the Code meant that the Constitutional right to due process of laws guaranteed a right to informed consent for the injured military plaintiffs. 7 While several cases have alleged IRB failures but did not directly name the IRB in the action, 8 there has only been one case, Robertson v. McGee, 9 in which the plaintiff specifically named the IRB as a defendant in the lawsuit. In Robertson, the basis for the complaint is an alleged breach of the duty owed as a result of the federal research regulations. Specifically, the complaint alleges that IRB members failed to examine the design of the protocol, review the operation of the trial, review proposed amendments to the informed consent forms, review amendments to the protocol, and ensure proper reporting. 10 All these allegations derive directly from failures to follow the federal rules, something that could be done here because the case is in federal court. In a nutshell, the IRB is alleged to have not done its job, particularly in the too broad use of expedited procedures, and that it did not document sufficient review of the research, which are all duties and responsibilities laid down by the federal rules. Presumably, if the Robertson case is successful, you will see future actions against IRBs in federal courts using the federal rules as the guide to the duties owed.
As an aside, one theory that may be used involves the Federal Wide Assurance (FWA). In the FWA, IRBs-and the institution generally-assure that they will apply the Common Rule standards to all research, regardless of funding. That assurance could be the basis for a suit that is based on a failure to properly apply the federal regulations to a research protocol regardless of the source of the funding for the research. There is no doubt that plaintiffs' attorneys will continue to seek legal bases for actions against IRBs and will attempt other creative approaches to do so.
Lack of truly informed consent
Probably the most obvious place to start with an action against an IRB is with a failure to ensure that truly informed consent was obtained. In both the Gelsinger and Roche matters, the IRBs are susceptible to an argument that they failed to ensure that all known risks were included in the consent form. In Gelsinger, there were allegations that the consent form failed to contain information about animal trials that had seen the death of monkeys and human trials that had demonstrated serious adverse reactions. 11 In the Roche matter, it has been documented that there were significant failings to include information about the previous experience with hexamethonium, including a significant risk of side effects. In the Robertson complaint, the plaintiffs alleged a long list of misrepresentations in the consent forms, including false implying FDA approval of the vaccine, falsely claiming support for effectiveness in the animal and human data, and falsely listing potential side effects. 12 It is clear from this that IRBs must realize the role they play and the fact that the information received in the protocols may be incomplete or even false. The next step is to decide just how to proceed after that realization is made. Clearly, IRBs have to professionalize their procedures and their review. Expertise must be brought to bear on the review of each and every protocol. Of course, this will cost time, money and leadership by the top levels of management.
Conflict of interest
Another area of risk concerns the proper management of conflict of interest both within the IRB and on the part of the investigator. Although the regulations ban IRB members from participating in the review of a protocol in which there is a conflict of interest, what would constitute a conflict of interest for these purposes is not defined. Traditionally, the obvious conflict that has been managed well by most IRBs is the IRB member who would directly participate in the research as a principle investigator (PI) or sub-investigator. In these situations, most IRBs have been able to identify the PI as having a conflict and have moved to exclude that person from the discussion and voting on the protocol.
Other forms of institutional conflicts have also been relatively well managed by IRBs. These include those members of the IRB who may have an interest in the protocol by dint of being a member of the same academic department. Of course, this type of conflict can be either a conflict in favor of a protocol, or against it, given the realities of the politics within academic institutions. Again, it can be relatively simple to identify this type of conflict and to exclude the conflicted member from the discussion and vote on the protocol. It is essential that these types of conflicts be noted in the minutes and the action taken to protect against the conflict documented.
However, there are less obvious, but probably more critical, conflicts that must also be guarded against, and these involve financial interests. The financial conflicts that may be seen involving investigators or IRB members can be substantial in today's environment, particularly with cutting edge genetic or other biotechnology. Financial conflicts have been noted at the base of several of the recent research-related lawsuits, including Gelsinger and Berman. These do not simply involve potential financial conflicts involving the investigator or IRB members. In Berman, the plaintiffs alleged an investigator had left the Hutchinson Cancer Center to start the company that would investigate and develop the product. If it were successful, the Center stood to gain $20,000 in stock and a $50,000 licensing fee, which would increase to $100,000, plus a percentage of the sales of the company. 13 The dollars potentially available in the gene therapy associated with Jesse Gelsinger's death were even much greater:
The director of the Institute that conducted the research, James M. Wilson, was identified as having a conflict of interest because he owed stock in Genovo, the company that financed research at the Institute. Both Wilson and the former dean of Pennsylvania's medical school had patents on some aspects of the procedure. Subsequently, Wilson admitted 'he would gain stock worth $13.5-million from a biotechnology company in exchange for his Genovo stock'. In addition, the University's contract with Genovo gave the company rights to gene research discoveries at the Institute in exchange for substantial financial support. The University's equity interest in Genovo has been valued at $1.4 million dollars. 14 These sorts of dollar will create substantial pressure on IRBs to get the protocols through or to just get out of the way. It is this sort of financial conflict that IRBs must be prepared to face. While some of these financial conflicts will be obvious, others may not. One issue for IRBs is to decide when a financial connection creates a conflict worthy of remediation There is a definition in the federal regulations having to do with research funding from a public health services agency, which includes National Institutes of Health (NIH), which may be useful for IRBs. This regulation defines a conflict of interest as existing when "a Significant Financial Interest could directly and significantly affect the design, conduct, or reporting of " the research. 15 In turn, a "Significant Financial Interest" means "anything of monetary value, including but not limited to, salary or other payments for services (e.g., consulting fees or honoraria); equity interests (e.g., stocks, stock options or other ownership interests); and intellectual property rights (e.g., patents, copyrights and royalties from such rights." 16 These regulations lay out several methods by which to manage this sort of conflict: 
HIPAA as a Cause of IRB Liability
Health Insurance Portability and Accountability Act (HIPAA) has created new requirements for the protection of the identifiable health information that is either used in a research project or generated as a part of the human research. 20 Covered entities, i.e., health care providers that either use protected health information (PHI) 21 for human research or generate PHI in the course of human research must obtain an authorization under HIPAA for the use or disclosure of that information for any use other than treatment, health plan operations or payment. Each authorization must include the components delineated in 45 CFR 164.508(c) and (d) and can be limited or rescinded at any time after initially signed. These new requirements increase the information that IRB is responsible for ensuring is provided to the participant and substantially increases the monitoring responsibilities of the IRB. A failure by an IRB to ensure that the HIPAA guidelines are followed could result in liability for that IRB if unauthorized releases of PHI occurred.
Proposed Compliance auditing Each organization that manages human research should commit to a regular and routine internal audit of the entire research protection structure with the IRB and the staff at the center. Files must be examined for completeness, documentation must be present and up to date, the membership of the IRB evaluated according to regulation and to the standards of the institution, IRB minutes should be reviewed, the IRB workload examined for adequacy of the staff and committee membership, and the monitoring of ongoing studies should also be monitored. Critical self-examination can serve to highlight shortcomings and other deficiencies before a significant error occurs.
Compliance offices are becoming the norm in most research institutions, so there is a current momentum towards this sort of independent internal review by persons well schooled in regulatory compliance and analysis of conflict of interest. IRBs can hopefully take advantage of this movement to have their own processes included on the compliance officer's agenda. Not only can compliance programs identify issues for correction and serve to educate staff members on their responsibilities, they can also have a substantial beneficial effect on federal investigators' penalty decisions. In fact, the origins of compliance programs are found in the federal sentencing guidelines, wherein the existence of a sound compliance program provides substantial reduction in the terms of criminal sentences.
CONCLUSION
The pressure on IRBs is mounting. IRBs are being asked to review more and more research, often of an increasingly complex technical nature, often with little or no increase in staff or other resources. Investigators, under great pressure to move their research along, may view the IRB as little more than a speed bump that must be navigated. Increasingly, financial conflicts shade all these issues green. IRBs are being criticized in the newspaper, on TV and in Congress. IRB members and staff, at the center of this maelstrom, must remember the critical importance of their role and simply do their job to the best of their abilities. The protection of research participants must be the focus of all research and the IRB is the one that must keep that focus on them.
